1678-1683, which can pair with either the alternate or conventional lower stem, were unreactive in up to 30% formamide but modestly reactive at higher formamide concentrations. Nucleotides 1638-1645, involved in the conventional lower stem, exhibited little change in reactivity in up to 30% formamide but became reactive at higher concentrations. These data suggest that the alternate lower stem unfolds and some of these nucleotides base pair to form the conventional lower stem conformation in 20% formamide ( Figure 3B ). With further increases in formamide concentration, the conventional lower stem also unfolds ( Figure 3C ). The low reactivity of the 1629-1636 region to SHAPE in 60% formamide presumably reflects formation of alternative semi-stable structures as the RNA is globally denatured. 
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